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. ^^^^atgcaccagcgtcacccccgggcaagatgccctcgcctctgtgtggT 
gttgtcttcaggctttggagccacaggccgtgtcttcttacttgagccctggtgctccc 

CTGCAGGCGGCATCGTACACCTGGAGCTGCTGGTGGCCGTGGGCCCCGATGTCTTCCA 
n^^/^^^^^^^^^^*^*^*^*^^^^^^^^^^^A^^^*^^^^A^*^GGGGG^A^^^ 
CTGCTTCGGGACCCGTCCCTGGGGGCTCAGTTTCGGGTGCACCTGGTGAAGATGG 

CTGACCTGGTCCTCTATATCACTAGGTTTGACCTGGAGTTGCCTGATGGTAACCGGCAG 
G ^^^^ GGG ^^^ A ^^ A ^^ T ^^^^^^^^GTGCTCCCCAACCTGGAGCTGCGTCATM 
CCGAGGACACTGGCTTCGACCTGGGAGTCACCATTGCCCATGAGATTGGGCACAac" 
T^^r^i^ GGAG ^ A ^ GA ^ GG ^ G ^ G ^ G ^ GGGAG ^ GG ^^ G ^ G ^^^^^ ^^^GACG^GA 

TGGCTTCGGACGGCGCCGCGCCCCGCGCCGGCCTCGCCTGGTCCecCTGCAGCCGCC 
GGCAGCTGCTGAGCCTGCTCAGCGCAGGACGGGCGCGCTGCGTGTGGGACCCGCCGC 
Q G p^Z GAAGGGGGG ^ GGG ^ GGGG ^^ ^^^*^GCGCAGCCTGGCCTCTAC^^^3^ 
P^p^^ GGAG ^* G ^ GG ^^^^^®^^^^GGCCCCAAGGCTGTCGCCT G CAC^TnrcGC 
CAGGGAGqACCTGGATATGTGCGAGGCCCTCTCCTGCCACACAGACCCGCTGGAC^ 
AGCAGCTGCAGCCGCGTCCTCGTTCCTCTCCTGGATGGGACAGAATGTGGCGTGGAGt 
Q^ GG ^ G p^ GAAGGG ^ GG ^ G ^^^^^^^^GGAGCTGACCCCCATAGCA^3^AGT 
« C ^x GG CGCTGGTCTAGCTGGGGTCCCCG "^<=CTTGCTCCCGCTCCTGCGGAGGA 
GGTGTGGTCACCAGGAGGCGGCAGTGCAACAACCCCAGACCTGCCTTTGGGGGGCGT 

cccagct™ CTGACCTCCAGGCCGAGATGTGC ^ 

ttrr^ GAGrrCATGTCGCAACAGTG <=°<=CAGGACCGACGGCCAGCCGCTGCGCTC 

CTCCCCTGGCGGCGCCTCCTTCTACCACTGGGGTGCTGCTGTACCACACAGCCAAGGG 

GATGCTCTGTGCAGACACATGTGCCGGGCCATTGGCGAGAGCTTCATCATGAAGCGTG 

GAGACAGCTTCCTCGATGGGACCCGGTGTATGCCAAGTGGCCCCCGGGAGGACGGGA 

CCCTGAGCCTGTGTGTGTCGGGCAGCTGCAGGAOATTTGGCTGTGATGGTAGGATGGA 

CTCCCAGCAGGTATGGGACAGGTGCCAGGTGTGTGGTGGGGACAACAGCACGTGCAGC 

CCACGGAAGGGCTCTTTCACAGCTGGCAGAGCGAGAGAATATGTCACGTTTCTGACAGT 

TACCCCCAACCTGACCAGTGTCTACATTGCCAACCACAGGCCTCTCTTCACACACTTGG 

CGGTGAGGATCGGAGGGCGCTATGTCGTGGCTGGGAAGATGAGCATCTCCCCTAACAC 

CACCTACCCCTCCCTCCTGGAGGATGGTCGTGTCGAGTACAGAGTGGCCCTCACCGAG 
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TGGGCCCTGCTCGGTGAGCTGTGGGGCAGGGCTGCGCTGGGTAAACTACAGCTGCCTn 
r GACCAGGCCAGGAAGGAGTTGGTGGAGACTGTCCAGTGCCAAGGGyVSCCAGCAGCCA 
^flP^^^^^^^*^*^^^^^^^^^^^^^^^^^^^GCCTACTGGGCGGTGGGA 

TG^GTGGAGGCr^^^ A ^^^^^^^^^^^^^^^^^^^ < ^^*^^'^^ 1 "^^^^^^^ 
GGGGCCCAGCA^, ^ GGGCAGCCtCCT ^A«TTGCCCCCAGCCCGGTGCAGAGCA- 
?°°1 GCAGCAGCCAGCTGTGGCGCTG °'«A<:CTGCAACCCCCAGCCCTGCCCTGCC 
AGGTGGGAGGTGTCAGAGCCCAGCTCATGCACATCAGCTGGTGGAGCAGGCCTGG^i^T 

GGCCTG^C^CCG^AGATG^^^'"*^^'^^''^'^*''' GGAGGG ^' G ^' 
GGCCTGGCTGCGTAGATGAGAAGCTGCCTGCCCCTGAGCCCTGTGTCGGGATGTCATG 

TCCTCCAGGCTGGGGCCATCTGGATGCCACCTCTGCAGGGGAGAAGGCTCCCTCCCCA 

yP^^ GG * GGA ^ GAGGA ^ GGGGG ^^ AAGG ^ GG *^ A ^®^^GGACCCCTGCG^C^G&3 

c^:c"cLTg; c gcL gcgggcgaggtctgatgg ^ 

C^GCGGg™ 

ggcc CGG a^J. aggctgtcccgt °^ctgctcggtggcagtacaagctggc 

GGCCCA C G G r G ir CTGGGGAGAGGGGTCGTGCGGAGGAT ^ 
GCCTC G c GGG r GGACGATGGTGAGGAGATCCTG "°°ACACCCAGTGCCAGGGGCT 

agtJatg^^ 

qjqqo^j^^^^^^^^ a ^' g ''T gggggagg ^' g ^' gg '^ g ''^^^gactgctaGacgctcg 
gtggcctgtgtgcagctcgaccaaggccaggacgtggaggtggacgaggcggcctgt 

G ^ GG ^ GGGGGGGGAGGC ^ AG ^ G ^ GG ^^^^ATTGCCGACT( G C> G ^ G WCC 

ccG: G ^«r"r GG ^ 

CCGGCGTGACACCTGCCTCGGACCCCAGGCCCAGGCGCCTGTGCCAGCTGATTTCTGC 
OAGCAOTTGCCCAAGCCGGTGACTGTGCGTGGCTGCTGGGCTGGGCCCTGTG^GAC 
AGGGTACGCCCAGCCTGGTGCCCCAGGAAGAAGOCGCTGCTCCAGGACGGACCAC G G 
q^q^qq^^ G ^^^^ GGG GGGAGGGAGGA ^ G ^ GA ^^^AACAGGAACCATTGACAT 
GCGAGGCCCAGGGCAGGCAGACTGTGCAGTGGCCATTGGGCGGCCCCTCGGGGAGGT 
GGTGACCCTCCGCGTCCTTGAGAGTTCTCTCAACTGCAGTGCGGGGGACATGTTGCTG 
CTTTGGGGCCGGCTCACCTGGAGGAAGATGTGCAGGAAGOTGTrGGACATGACrrrCA 



GCTCCAAGACCAACACGCTGGTGGTGAGGCAGCGCTGCGGGCGGCCAGGAGGTGGGG 
TGCTGCTGCGGTATGGGAGCCAGCTTGCTCCTGAAACCTTCTACAGAGAATGTGACATG 
CAGCTCTTTGGGCCCTGGGGTGAAATCGTGAGCCCCTCGCTGAGTCCAGCCACGAGTA 
ATGCAGGGGGCTGCCGGCTCTTCATTAATGTGGCTCCGCACGCACGGATTGCCATCCAT 
GCCCTGGCCACCAACATGGGCGCTGGGACCGAGGGAGCCAATGCCAGCTACATCTTGA 
TCCGGGACACCCACAGCrTGAGGACCACAGCGTTCCATGGGCAGCAGGTGCTCTACTG 



FIG. 1C 

GGAGTCAGAGAGCAGCCAGGCTGAGATGGAGTTCAGCGAGGGCTTCCTGAAGGCTCAG 
GCCAGCCTGCGGGGCCAGTACTGGACCCTCCAATCATG GGTACCGGAGAT^GGACC 
CTCAGTCCTGGAAGGGAAAGGAAGGAACC ^AGATGCAGGACC 
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PGRPTRPKAPSHSAPLLGLALLRMHQRHPRARCPPLCVAGILACGFLLGCWGPSHFQQSCL 

qalepqavssylspgaplkgrppspgfqrqrqrqrraaggilhlellvavgpdvfqahqed 

TERYVLTNLN.GAELLRDPSLGAQFRVHLVKMV.LTEPEGAPNITANLTSSLLSVCGWSQTINP 

EDDTDPGHADLVLYITRFDLELPDGNRQVRGVTQLGGACSPTWSCLITEDTGFDLGVTIAHEI 

GHSFGLEHDGAPGSGCGPSGHVMASDGAAPRAGLAWSPCSRRQLLSLLSAGRARCVWDP 

PRPQPGSAGHPPDAQPGLYYSANEOCRVAFGPKAVACTFAREHLDMCQALSCHTDPLDQS 

SCSRLLVPLLDGTECGVEKWCSKGRCRSLVELTPIAAVHGRWSSWGPRSPCSRSCGGGW 

TRRRQCNNPRPAFGGRACVGADLQAEMCNTQACEKTQLEFMSQQCARTDGQPLRSSPGG 

ASFYHWGAAVPHSOGDALCRHMCRAIGESF.MKRGDSFLDGTRCMPSGPREDGTLSLCVS 

GSCRTFGCDGRMDSQQWVDRCQVCGGDNSTCSPRKGSFTAGRAREYVTFLTVTPNLTSV 

YIANHRPLFTHLAVRIGGRYVVAGKMSISPNTTYPSLLEDGRVEYRVALTEDRLPRLEEIRIWG 

PLQEDADIQVYRRYGEEYGNLTRPDITFTYFQPKPRQAWVWAAVRGPCSVSCGAGLRWVN 

YSCLDQARKELVETVQCQGSQQPPAWPEACVLEPCPPYWAVGDFGPCSASCGGGLRERP 

VRCVEAQGSLLKTLPPARCRAGAQQPAVALETCNPQPCPARWEVSEPSSCTSAGGAGLAL 

ENETCVPGADGLEAPVTEGPGSVDEKLPAPEPCVGMSCPPGWGHLDATSAGEKAPSPWG 

SIRTGAQAAHVWTPAAGSCSVSCGRGLMELRFLCMDSALRVPVQEELCGLASKPGSRREV 

CQAVPCPARWQYKLAACSVSCGRGWRRILYCARAHGEDDGEEILLDTQCQGLPRPEPQE 

ACSLEPCPPRWKVMSLGPCSASCGLGTARRSVACVQLDQGQDVEVDEAACAALVRPEASV 

PCLIADCTYRWHVGTWMECSVSCGDGIQRRRDTCLGPQAQAPVPADFCQHLPKPVTVRGC 

WAGPCVGQGTPSLVPHEEAAAPGRTTATPAGACGRQHLEPTGTIDMRGPGQADCAVAIGR 

PLGEWTLRVLESSLNCSAGDMLLLWGRLTWRKMCRKLLDMTFSSKTNTLWRQRCGRPG 

GGVLLRYGSQLAPETFYRECDMQLFGPWGE.VSPSLSPATSNAGGGRLF.NVAPHARIA.HAL 

ATNMGAGTEGANASY.LIRDTHSLRTTAFHGQQVLYWESESSQAEMEFSEGFLKAQASLRG 
QYVVTLQSWVPEMQDPQSWKGKEGT 
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Domain structure of ADAMTS-M and translated nucleic acid sequence. FIG 3A Diaeram of AHAiUTQ ka u 
the following domains and signature motifs (with amino acid numbe" in pBim^y!^^^^ * 
funn cleavage site (94-97), metalloproteinase domain (98-31 1), zinc-bindL motif f247 272? d^fnTcZ i 
^ 4 ^^ ^-U^anda^ 3G 

ADAMTS-M nucleotide sequence with translated amino acid sequence above. 
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GGGCAGAACT GCTTCGGGAC CCGTCCCTGG 
CCGGTCTTGA CGAAGCCCTG GGCAGGGACC 


GGGCTCAGTT 
CCCGAGTCAA 


TCGGGTGCAC CTGGTGAAGA TGGTC AT TCT GACAGAGCr? 


+ 1 
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L LSV C G W S O T r md- 
Metalloproteinase Ccmair. 


505 


GAGGGTGCTC CAAAT ATCAC AGCCAACCTC 
CTCCCACGAG GTTTATAGTG TCGGTTGGAG 


ACCTCGTCCC 
TGGAGCAGGG 


TGCTGAGCGT CTGTGGGTGG AGCCAGACCA TCAACCCTGA 
ACGACTCGCA GACACCCACC TCGGTCTGGT AGTTSGGpr- 
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Metalloproteinase Domain 


585 


GGACGACACG GATCCTGGCC ATGCTGACCT 
CCTGCTGTGC CTAGGACCGG TACGACTGGA 


GGTCCTCTAT 
CCAGGAGATA 


ATCACTAGGT TTGACCTGGA GTTGCCTGAT GGTAACCGGC 
TAGTGATCCA AACTGGACCT CAACGGACTA CCAT~GGr" 
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Metalloproteinaae Domain 
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6 65 


AGGTGCGGGG CGTCACCCAG CTGGGCGGTG 
TCCACGCCCC GCAGTGGGTC GACCCGCCAC 


CCTGCTCCCC 
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i nnjftLUltB ACGGAGTAAT GGCTCCTGTG ACCGAAGCTG 


+ 1 


L G V T I A H EIG 


H SPG 


' l*EH DGA PGSG C GF 
Zinc-binding . Motif 




Metalloproteinaae Domain 






745 


C TGGGAGTC A CCATTGCCCA TGAGATTGGG 
GACCCTCAGT GGTAACGGGT ACTCTAACCC 


CACAGCTTCG 
GTGTCGAAGC 


GCCTGGAGCA CGACGGCGCG CCCGGCAGCG GCTGCGGCCC 
CGGACCTCGT GCTGCCGCGC GGGCCGTCGC CGACGCCGGG 


+ 1 
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Zinc-binding Motif 
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Metalloproteinaae Domain 






925 


CAGCGGACAC GTGATGGCTT CGGACGGCGC 
GTCGCCTGTG CACTACCGAA GCCTGCCGCG 


CGCGCCCCGC 
GCGCGGGGCG 


GCCGGCCTCG CCTGCTCCCC CTGCAGCCGC CGGCAGCTGC 
CGGCCGGAGC GGACCAGGGG GACGTCGGCG GCCGTCGACG 


♦ 1 


L 5 L L SAG RARC 
Metalloproteinaae Domain 


V W D 


P P R PQ PG SA G HPF 



905 TGAGCCTGCT CAGCGCAGGA CGGGCGCGCT GCGTGTGGGA CCCGCCGCGG CCTCAACCCG GGTCCGCGGG GCACCCGCCG 
ACTCGGACGA GTCGCGTCCT GCCCGCGCGA CGCACACCCT GGGCGGCGCC GGAGTTGGGC CCAGGCGCCC CGTGGGCGGC 
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Dlsintegrin Domain 



9B5 GATGCGCAGC CTGGCCTCTA CTACAGCGCC AACGAGCAGT GCCGCGTGGC CTTCGGCCCC AAGGCTGTCG CCTGCACCTT 
CTACGCGTCG GACCGGAGAT GATGTCGCGG TTGCTCGTCA CGGCGCACCG GAAGCCGGGG TTCCGACAGC GGACGTGGAA 
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1305 GCTCACCAGG AGGCGGCAGT SCAACAACCC CAGACCTGCC TTTGGGrrrr'r^ir """" 

cc te „ CT « „ cvmn CCTTO CT „ rr , r g ^c,; 
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'1 t r T. H L A V B , c C R Y V VAC K » . • s p 
1S6S TCTTCACACA CTTGGCGGTC AGGATCGGAG GGCGCTATGT CGTGGCTGGG AAGATGAGCA TC 



5GAAGTGTGT CAACCGCCAC TCCTAGCCTC rr^C, GCACCGAC, ™^ ^^I^ ' 



ccctaa cac:ac: 



: 5< 5 CCCTCCCTCC TGGAGGATGG TCGTCTCGAG tIcAG^GtVcCCTCACCGA GGACCGGCTG CCC^rJ ^-1^- 
GGGAGGGAGG ACCTCCTACC AGCACAGCTC ^tr^ GGGAGTGGCT rr,,,,^ hc 

*' ' " C " h ° E ° * 0 1 ° V V R R Y GEE Y G H L r - 
202, CATCTGGGGA' CCCCTCCAGG AAGATGCTGA CATCCAGGTT TACAGGCGGT ATGGCGAGGA GTATGGCA^C 

GTAGACCCCT GGGGAGGTCC TT C T , rr „ rT rTAGGTCCAA ATCTrr _ '.C^. 

*' ' ° 1 T r T Y 0 P K P R Q A M V • W A A V R C p r c 

2105 CAGACATCAC CTTCACCTAC TTCCAGCCTA AGCCACGGCA GGCCTGGGTG TGGGCCGCTG TGCGTGGGCC CTGC'C"-- 
- ™ T ™™ GAAGTGGATG AAGGTCGGAT TTGftTGrCGT cca^.. »^ G CGAC 



*1 S C G A GLR W VN 



ries 



YSCL DQA. RK E LVET 



AGCTGTGGGG CAGGGCTGCG CTGGGTAAAC TACAGCTGCC TGGACCAGGC CAGCAAGGAG TTGGTGGAGA CTGTCC^G"*" 
TCGACACCCC GTCCCGACGC GACCCATTTG ATGTCGACCG ,r ^ G GTCCTTf f*Tf* ZH£™-l'- 



P E *C V L E P CPP YWA VG C 



♦1 OGS Q 0 P P AW 

22 6S CCAAGGGAGC CAGCAGCCAC CAGCGTGGCC AGAGGCCTGC GTGCTCGAAC 'cCTGCCCTCC CTACTGGCCG cLs-AcIr- 
GGTTCCCTCG GTCGTCGGTG GTCGr^GG TCic^ PMmtc ^ ^^ ^g 

♦IF 'G ■ P* C S A S C G G G L R E R P V R C V E A O G S t 

I"°"" TG CA ° CGCCTCC T0T6«WGT0 GCCTGCGGGA GCGGCCAGTG CGCTGCGTGG AGGCCCAGGG CAGCCTCC^G 
AGCCGGGTAC GTCGCGGAGG ACACCCCCAC CGGACGCCCT rr ^ TCAC GCarnr.rr TCCGGGTCCC GTrr.r.,..-.,.- 

♦1 K T L P P A R C-R A G A 0 Q p A V A L E T C N P Q p - 
2<2S AAGACATTGC CCCCAGCCCG GTGCAGAGCA GGGGCCCAGC AGCCAGCTGT GGCGCTGGAA ACCTGCAACC CCCAGCCCTG 
TTCTGTAACG GGGGTCGGGr CArGTCTr.T CCCC BBB Trr. r^^ACA CCtirKtrfTT ^ CG " GG Z^lr 



2SOS 



*' PAR HEVS E P. s S r T e « . _ 

rS S CT SAGG AGL A LE NET 



2585 



2145 



CCCTGCCAGG TGGGAGGTGT CAGACCCCAG CTCATGCACA TCAGCTGGTG GAGCAGGCCT GGCCTTGGAG AACGAGACCT 
GGGACGGTCC ACCCTCCACA GTCTCGGGTC GAGTACGTGT AGTCGAfTAr CTCGTCCGGA C,,r^r C r C ^GCTc"" 

C V " C * ° ° «• ■ A- P V T E G P G S V D E K L P A P r 
GTGTGCCAGG GGCAGATGGC CTGGAGGCTC CAGTGACTGA GGGGCCTGGC TCCGTAGATG AGAAGCTGCC TGCCCC-GAG 
CACACGGTCC CCGTCTACCG GACCTCCGAG GTCACTGACT CCCr,, ACCa AGGCATCTAf" TC TTCGACGG 1^1^ 

♦1 P C V G M S C P P G W G H L 0 A T SAG E K A P S P W 
.» CCCTGTGTCG GGATGTCATG TCCTCCAGGC TGGGGCCATC TGGATGCCAC CTCTGCAGGG GAGAAGGCTC CCTCCCCATG 
GGGACACAGC CCTACAGTAC AGGAGGTCCG ACCCCGGTAG Arr W 6 CTC GAGACGTCCr r TC TTCCGAG C.rlZrZlr 

° SI " T G .A Q A A H V « T P A A - G S C S V S C G R 
GGGCAGCATC AGGACGGGGG CTCAAGCTGC ACACGTGTGG ACCCCTGCGG CAGGGTCGTG CTCCGTCTCC TGCGGGCGAG 
CCCGTCGTAG TCCTGCCCCC GAGTTCGACG TGTGCACACC TGGGGACGCC GTCCCAGCAC GAGGCAGAGG ACGrrrr.rrr 



2B2S 



+ 1 G L H E L R r LCMD SAL Rvp V Q E E LCG LA 



GTCTGATGGA GCTGCCTTTC CTGTGCATGG ACTCTCCCCT CAGGGTGCCT GTCCAGGAAG AGCTGTGTGG CCTGGCAAGC 
CAGACTACCT CGACGCAAAG GACACGTACC TGAGA C GGGA GTCCCACGGA CAGGTCCTTC TCGACACACC m ,rr, T rr, 
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* :GQDvev dea ac aalv Wpea ,.- 

3225 AGGCCAGGAC GTGGAGpTGG ACGAGGCGGC CTGTGCGGCG CTGGTGCGGC CCGAGGC*~AG Tfrr ^ C " 

♦1DC TV RWH VGTW MEC S V S C C n i- 

» _ v s . C G D G IQR R R C 

Thromboapcndin Submocii 
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— — ^sn =s — r ° "°° cc '° a; 
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3385 ACCTGCCTCG GACCCCAGGC CCAGGCGCCT GTGCCAGCTG ATTTCTGCCA^dCACTTG^C^AAr^rr^Zr-I"!- " 
. " CTGGGGTrrG GG TCCGCGGA r^.^.. ? 
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CTGCTGGGCT GCGCCCTGTG TGGGACAGGG TACGCCCAGC CTGGTGCCCC ACGAAGAAGC CGCTGCTCCA GGAC-AC- 
GACGACCCGA CCCGGGACAr ^CTCTrrr ATGCGGGTcT; TGCTTrTT ^ 

MTATP AG A CGRO H . L E PTG TIOM R r ■ . 

G " « T A GGG C G C TGTGGCAGGC AGCACCTTCA CCCAACAGGA — «C AGGGC-GGC A A 

ACGACCACGG ArACrGTCCG TC6TG6AATT rGGTTGTCCT TT^.^ t . ACGCtcccnr5 ^^rZ 

♦1 D CAV AIG RPL GEVV TLR V L E « 
3625 GACTGTGCAG TGGCCATTGG GCGGCCCCTC GGGGAGGTGG TGACCCTCCG CGTCCTTGAG' AGTTCTCT^CTGCAgV 
CTGACACGTC ACCGGTAArr CBHWCT rccCTCCA^r A. T ^^ fCAGGAACTC rcZZZZ 



3705 
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GGGGGACATG TTGCTGCTTT GGGGCCGGCT CACCTGGAGG AAGATGTGCA GGAAGCTGTT GGACATGACT TTCAGCTCC ' 
CCCCCTGTAC AACGACGAAA CCCCGGCCGA OTGGftrrTCC TTCTACA^ rr„r,^ ee £™ 

+ 1 K ' T N T L V V R Q R C G R p G ,G G V L L R Y G S OLA 
3785 AGACCAACAC GCTGGTGGTG AGGCAGCGCT GCGGGCGGCC AGGAGGTGGG GTGCTGCTGC GGTATGGGAG CCAGCTTGC"' 
TCTGGTTGTG CGACCACCAC TrrGTCGCGA cccrrnrr ^ TCCTCCArcr rAr.A CGACG CCATACrrr, r.r.^^. 
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386, CCTGAAACCT TCTACAGAGA ATGTGAGATG CAGCTCTTTG^CGCCCTCGGG TGAAATCGTG AGCCCCTCGC J~ - • " 
GGACTTTGGA AGA T G Tt - T r T TACA,- T , T „ r *"TCGAGAAAC ^TAGCAC rCC^rlrZ. l^l:^: 

TSN ACGC RLF I NV A P H A n t 
294 5 CACGAGTAAT GCAGGGGGCT 



CACGAGTAAT GCAGGGGGCT GCCGGCTCTT CATTAATGTG GCTCCGCACG CACGGATTGC CATCCATGdC C"^ ' 
GTGCTCATTA ^ CGGCCGAGAA GTAAT r^ C GTGCCTAACG Z^IZ. ^jgg 

MMGA PTE'GANA SY I L I R D T H 5 L R T - . 
ACATGGGCGC TGGGACCGAG GGAGCCAATG CCAGCTACAT CTTGATCCGG GACACCCACA GCTTGAGGAr r-'~ " 
TGTACCCGCG ACCCT.GCTr GATGTA GAACTA^ ^ GGTGT ££££ 

" C 0 0 V L Y H E S E S S ° A £ M Eps /nr.. v 
CATGGGCAGC AGGTGCTCTA CTGGGAGTCA GAGAGCAGCC AGGCTGAGAT GGAGTTCAGC GAGGGCTTCC TC*Trr-- ^ 
CTACCCGTCG TCCACGAGAT GACCCTCA.T fTfTrGTCGG TCC C AC TrT » ^ 

A S L R G 0 r W T L 0 S W V , E „ OOP 0 - W K r 
GCCCAGCCTG CGGGGCCAGT ACTGGACCCT CCAATCATGG GTACCGGAGA TGCAGGACCC TCAGTCCTGG aL-aJ ~ 
CCGGTCGGAC GCCCCGGTCA TGACCTGGC.A GHTTAGTACC ^ CCTCCG 1^1" t^g^! 



+ 1 E G T 
4 2 65 AAGGAACC 
TTCCT.TGC 
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CCGGGTCGACCCACGCGTCCGAAGGCCCCCTCTCACTCCGCTCCACTCCTCGGGCTGG 

CTCTCCTGAGGATGCACCAGCGTCACCCCCGGGCAAGATGCCCTCCCCTCTGTGTGGC 

CGGAATCCTTGCCTGTGGCTTTCTCCTGGGCTGCTGGGGACCCTCCCATTTCCAGCAGA 

GTTGTCTTCAGGCTTTGGAGCCACAGGCCGTGTCTTCTTACTTGAGCCCTGGTGCTCCC 

TTAAAAGGCCGCCCTCCTTCCCCTGGCTTCCAGAGGCAGAGGCAGAGGCAGAGGCGGG 

CTGCAGGCGGCATCCTACACCTGGAGCTGCTGGTGGCCGTGGGCCCCGATGTCTTCCA 

GGCTCACCAGGAGGACACAGAGCGCTATGTGCTCACCAACCTCAACATCGGGGCAGAA 

CTGCTTCGGGACCCGTCCCTGGGGGCTCAGTTTCGGGTGCACCTGGTGAAGATGGTCA 

TTCTGACAGAGCCTGAGGGTGCTCCAAATATCACAGCCAACCTCACCTCGTCCCTGCTG 

AGCGTCTGTGGGTGGAGCCAGACCATCAACCCTGAGGACGACACGGATCCTGGCCATG 

CTGACCTGGTCCTCTATATCACTAGGTTTGACCTGGAGTTGCCTGATGGTAACCGGCAG 

GTGCGGGGCGTCACCCAGCTGGGCGGTGCCTGCTCCCCAACCTGGAGCTGCCTCATTA 

CCGAGGACACTGGCTTCGACCTGGGAGTCACCATTGCCCATGAGATTGGGCACAGCTT 

CGGCCTGGAGCACGACGGCGCGCCCGGCAGCGGCTGCGGCCCCAGCGGACACGTGA 

TGGCTTCGGACGGCGCCGCGCCCCGCGCCGGCCTCGCCTGGTCCCCCTGCAGCCGCC 

GGCAGCTGCTGAGCCTGCTCAGCGCAGGACGGGCGCGCTGCGTGTGGGACCCGCCGC 

GGCCTCAACCCGGGTCCGCGGGGCACCCGCCGGATGCGCAGCCTGGCCTCTACTACA 

GCGCCAACGAGCAGTGCCGCGTGGCCTTCGGCCCCAAGGCTGTCGCCTGCACCTTCGC 

CAGGGAGCACCTGGATATGTGCCAGGCCCTCTCCTGCCACACAGACCCGCTGGACCAA 

AGCAGCTGCAGCCGCCTCCTCGTTCCTCTCCTGGATGGGACAGAATGTGGCGTGGAGA 

AGTGGTGCTCCAAGGGTCGCTGCCGCTCCCTGGTGGAGCTGACCCCCATAGCAGCAGT 

GCATGGGCGCTGGTCTAGCTGGGGTCCCCGAAGTCCTTGCTCCCGCTCCTGCGGAGGA 

GGTGTGGTCACCAGGAGGCGGCAGTGCAACAACCCCAGACCTGCCTTTGGGGGGCGT 

GCATGTGTTGGTGCTGACCTCCAGGCCGAGATGTGCAACACTCAGGCCTGCGAGAAGA 

CCCAGCTGGAGTTCATGTCGCAACAGTGCGCCAGGACCGACGGCCAGCCGCTGCGCTC 

CTCCCCTGGCGGCGCCTCCTTCTACCACTGGGGTGCTGCTGTACCACACAGCCAAGGG 

GATGCTCTGTGCAGACACATGTGCCGGGCCATTGGCGAGAGCTTCATCATGAAGCGTG 

GAGACAGCTTCCTCGATGGGACCCGGTGTATGCCAAGTGGCCCCCGGGAGGACGGGA 

CCCTGAGCCTGTGTGTGTCGGGCAGCTGCAGGACATTTGGCTGTGATGGTAGGATGGA 

CTCCCAGCAGGTATGGGACAGGTGCCAGGTGTGTGGTGGGGACAACAGCACGTGCAGC 

CCACGGAAGGGCTCTTTCACAGCTGGCAGAGCGAGAGAATATGTCACGTTTCTGACAGT 

TACCCCCAACCTGACCAGTGTCTACATTGCCAACCACAGGCCTCTCTTCACACACTTGG 

CGGTGAGGATCGGAGGGCGCTATGTCGTGGCTGGGAAGATGAGCATCTCCCCTAACAC 

CACCTACCCCTCCCTCCTGGAGGATGGTCGTGTCGAGTACAGAGTGGCCCTCACCGAG 



Pr<a 16 

GACCGGCTGCCCCGCCTGGAGGAGATCCGCATCTGGGC 



GACATCCAGGTTTACAGGCGGTATGGCGAGGAGTATGGCAACCTCACCCGCCCAC 



5GACCCCTCCAGGAAGATGCT 
\GACA 

TCACCTTCACCTACTTCCAGCCTAAGCCACGGCAGGCCTGGGTGTGGGCCGCTGTGCG 
TGGGCCCTGCTCGGTGAGCTGTGGGGCAGGGCTGCGCTGGGTAAACTACAGCTGCCTG 
i GACCAGGCCAGGAAGGAGTTGGTGGAGACTGTCCAGTGCCAAGGGAGCCAGCAGCCA 
CCAGCGTGGCCAGAGGCCTGCGTGCTCGAACCCTGCCCTCCCTACTGGGCGGTGGGA 
GACTTCGGCCCATGCAGCGCCTCCTGTGGGGGTGGCCTGCGGGAGCGGCCAGTGCGC 
TGCGTGGAGGGCCAGGGCAGCCTCCTGAAGACATTGCCCCCAGCCCGGTGCAGAGCA 
GGGGCCCAGCAGCCAGCTGTGGCGCTGGAAACCTGCAACCCCCAGCCCTGCCCTGCC 
AGGTGGGAGGTGTCAGAGCCCAGCTCATGCACATCAGCTGGTGGAGCAGGCCTGGCCT 
TGGAGAACGAGACCTGTGTGCCAGGGGCAGATGGCCTGGAGGCTCCAGTGACTGAGG 
GGCCTGGCTGCGTAGATGAGAAGCTGCCTGCCCCTGAGCCCTGTGTCGGGATGTCATG 
TCCTCCAGGCTGGGGCCATCTGGATGCCACCTCTGCAGGGGAGAAGGCTCCCTCCCCA 
TGGGGCAGCATCAGGACGGGGGCTCAAGCTGCACACGTGTGGACCCCTGCGGCAGGG 
TCGTGCTCCGTCTCCTGCGGGCGAGGTCTGATGGAGCTGCGTTTCCTGTGCATGGACT 
CTGCCCTCAGGGTGCCTGTCCAGGAAGAGGTGTGTGGCCTGGCAAGCAAGCCTGGGAG 
CCGGCGGGAGGTCTGCCAGGCTGTCCCGTGCCCTGCTCGGTGGCAGTACAAGCTGGC 
GGCCTGCAGCGTGAGCTGTGGGAGAGGGGTCGTGCGGAGGATCCTGTATTGTGCCCG 
GGCCCATGGGGAGGACGATGGTGAGGAGATCCTGTTGGACACCCAGTGCCAGGGGCT 
GCCTCGCCCGGAACCCCAGGAGGCCTGCAGCCTGGAGCCCTGCCCACCTAGGTGGAA 
AGTCATGTCCCTTGGCCCATGTTCGGCCAGCTGTGGCCTTGGCACTGCTAGACGCTCG 
GTGGCCTGTGTGCAGCTCGACCAAGGCCAGGACGTGGAGGTGGACGAGGCGGCCTGT 
GCGGCGCTGGTGCGGCCCGAGGCCAGTGTCCCCTGTCTCATTGCCGACTGCACCTACC 
GCTGGCATGTTGGCACCTGGATGGAGTGCTCTGTTTCCTGTGGGGATGGCATCCAGCG 
CCGGCGTGACACCTGCCTCGGACCCCAGGCCCAGGCGCCTGTGCCAGCTGATTTCTGC 
CAGCACTTGCCCAAGCCGGTGACTGTGCGTGGCTGCTGGGCTGGGCCCTGTGTGGGAC 
AGGGTACGCCCAGCCTGGTGCCCCACGAAGAAGCCGCTGCTCCAGGACGGACCACAG 
CCACCCCTGCTGGTGCCTGTGGCAGGCAGCACCTTGAGCGAACAGGAACCATTGACAT 
GCGAGGCCCAGGGCAGGCAGACTGTGCAGTGGCCATTGGGCGGCCCCTCGGGGAGGT 
GGTGACCCTCCGCGTCCTTGAGAGTTCTCTCAACTGCAGTGCGGGGGACATGTTGCTG 
CTTTGGGGCCGGCTCACCTGGAGGAAGATGTGCAGGAAGCTGTTGGACATGACTTTCA 
GCTCCAAGACCAACACGCTGGTGGTGAGGCAGCGCTGCGGGCGGCCAGGAGGTGGGG 
TGCTGCTGCGGTATGGGAGCCAGCTTGCTCCTGAAACCTTCTACAGAGAATGTGACATG 
CAGCTCTTTGGGCCCTGGGGTGAAATCGTGAGCCCCTCGCTGAGTCCAGCCACGAGTA 
ATGCAGGGGGCTGCCGGCTCTTCATTAATGTGGCTCCGCACGCACGGATTGCCATCCAT 
GCCCTGGCCACCAACATGGGCGCTGGGACCGAGGGAGCCAATGCCAGCTACATCTTGA 
TCCGGGACACCCACAGCTTGAGGACCACAGCGTTCCATGGGCAGCAGGTGCTCTACTG 



• t 



GGAGTCAGAGAGCAGCCAGGCTGAGATGGAGTTCAGCGAGGGCTTCCTGAAGGCTCAG 

GCCAGCCTGCGGGGCCAGTACTGGACCCTCCAATCATGGGTACCGGAGATGCAGGACC 
CTCAGTCCTGGAAGGGAAAGGAAGGAACC 



t 



FIG. 2 

PGRPTRPKAPSHSAPLLGLALLRMHQRHPRARCPPLCVAGILACGFLLGCWGPSHFQQSCL 

QALEPQAVSSYLSPGAPLKGRPPSPGFQRQRQRQRRAAGGILHLELLVAVGPDVFQAHQED 

TERYVLTNLNIGAELLRDPSLGAQFRVHLVKMVILTEPEGAPNITANLTSSLLSVCGWSQTINP 

EDDTDPGHADLVLYITRFDLELPDGNRQVRGVTQLGGACSPTWSCLITEDTGFDLGVTIAHEI 

GHSFGLEHDGAPGSGCGPSGHVMASDGAAPRAGLAWSPCSRRQLLSLLSAGRARCVWDP 

PRPQPGSAGHPPDAQPGLYYSANEQCRVAFGPKAVACTFAREHLDMCQALSCHTDPLDQS 

SCSRLLVPLLDGTECGVEKWCSKGRCRSLVELTPIAAVHGRWSSWGPRSPCSRSCGGGW 

TRRRQCNNPRPAFGGRACVGADLQAEMCNTQACEKTQLEFMSQQCARTDGQPLRSSPGG 

ASFYHWGAAVPHSQGDALCRHMCRAIGESFIMKRGDSFLDGTRCMPSGPREDGTLSLCVS 

GSCRTFGCDGRMDSQQVWDRCQVCGGDNSTCSPRKGSFTAGRAREYVTFLTVTPNLTSV 

YIANHRPLFTHLAVRIGGRYWAGKMSISPNTTYPSLLEDGRVEYRVALTEDRLPRLEEIRIWG 

PLQEDADIQVYRRYGEEYGNLTRPDITFTYFQPKPRQAWVWAAVRGPCSVSCGAGLRWVN 

YSCLDQARKELVETVQCQGSQQPPAWPEACVLEPCPPYWAVGDFGPCSASCGGGLRERP 

VRCVEAQGSLLKTLPPARCRAGAQQPAVALETCNPQPCPARWEVSEPSSCTSAGGAGLAL 

ENETCVPGADGLEAPVTEGPGSVDEKLPAPEPCVGMSCPPGWGHLDATSAGEKAPSPWG 

SIRTGAQAAHVWTPAAGSCSVSCGRGLMELRFLCMDSALRVPVQEELCGLASKPGSRREV 

CQAVPCPARWQYKLAACSVSCGRGWRRILYCARAHGEDDGEEILLDTQCQGLPRPEPQE 

ACSLEPCPPRWKVMSLGPCSASCGLGTARRSVACVQLDQGQDVEVDEAACAALVRPEASV 

PCLIADCTYRWHVGTWMECSVSCGDGIQRRRDTCLGPQAQAPVPADFCQHLPKPVTVRGC 

WAGPCVGQGTPSLVPHEEAAAPGRTTATPAGACGRQHLEPTGTIDMRGPGQADCAVAIGR 

PLGEWTLRVLESSLNCSAGDMLLLWGRLTWRKMCRKLLDMTFSSKTNTLWRQRCGRPG 

GGVLLRYGSQLAPETFYRECDMQLFGPWGEIVSPSLSPATSNAGGCRLFINVAPHARIAIHAL 

ATNMGAGTEGANASYILIRDTHSLRTTAFHGQQVLYWESESSQAEMEFSEGFLKAQASLRG 
QYWTLQSWVPEMQDPQSWKGKEGT 



Fx<5. 3A ^ 

Domain structure of ADAMTS-M and translated nucleic acid sequence. Jff Diaeramof ADAMTS-M 
the follow.ng domains and signature motifs (with amino acid numbers in parentheses): partial prodomain i 1-9 ~ 
rur.n cleavage sue (94-97), metalloproteinase domain (98-3 1 1), zinc-bindine motif (247-272) disintearin dom 
U24-394), thrombospondin submotifs (4 10-473 and 1099-1 156), and a heparin-bindine motif (4 1 9-42~4) J»*1B 
ADAMTS-M nucleotide sequence with translated amino acid sequence above. 
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- 4 24)..JHpj= a D6a.36-3S 



Thrombospondin 

Heparin-binding 
Disintegrin 
Zinc-binding 
Metalloproteinase 
Furin Cleavage Site 
Partial 



Thrombospondin 



mm*'*. 



& Fm36 



ADAMTS-M 

"1*416 



+ 1 


P G R p T R P 


K A P 


S H S A P L L 


G LA LLRM HQ? 

Partial Prodcmsin 


25 


CCGGGTCGAC CCACGCGTCC 
GGCCCAGCTG GGTGCGCAGG 


GAAGGCCCCC 
CTTCCGGGGG 


TCTCACTCCG CTCCACTCCT 
AGAGTGAGGC GAGGTGAGGA 


CGGGCTGGCT CTCCTGAGGA TGCACCAGCG 
GCCCGACCGA GAGGACTCCT &cr,Tnc,i>r ~~ 


+ 1 


HPR.ARCP PL C 


VAG I LAC GFL LGC W 3 ? 










Partial Prodomain 


105 


TCACCCCCGG GCAAGATGCC 
AGTGGGGGCC CGTTCTACGG 


CTCCCCTCTG 
GAGGGGAGAC 


TGTGGCCGGA ATCCTTGCCT 
ACACCGGCCT TAGGAACGGA 


GTGGCTTTCT CCTGGGCTGC TGGGGACCCT 
CACCGAAAGA GGACCCGACG ACCCCTGGGA 


+ 1 


S H F Q Q S C 
Partial Prodomain 


LQAL EP Q AVS 


SYLS PGA PLK 


165 


CCCATTTCCA GCAGAGTTGT 
GGGTAAAGGT CGTCTCAACA 


CTTCAGGCTT 
GAAGTCCGAA 


TGGAGCCACA GGCCGTGTCT 
ACCTCGGTGT CCGGCACAGA 


TCTTACTTGA GCCCTGGTGC TCCCTTAAAA 
AGAATGAACT CGGGACCACG AGGGAATTTT 


+ 1 


G R P P SPG 


F Q R 


Q R Q R Q R R 
Furin Cleavage Site 


AAG GILH LEL 
(Motif) 




Partial Prodomain 






Metalloproteinase Domair. 



2 65 GGCCGCCCTC CTTCCCCTGG CTTCCAGAGG CAGAGGCAGA GGCAGAGGCG GGCTGCAGGC GGCATCCTAC ACCTGGAGCT 
CCGGCGGGAG GAAGGGGACC GAAGGTCTCC GTCTCCGTCT CCGTCTCCGC CCGACGTCCG CCGTAGGATG TGGACCTCGA 



hl LV A VG PD VFQ AHQ EDTE RYV LTN LN: 

Metalloproteinase Domair. 



34 5 GCTGGTGGCC GTGGGCCCCG ATGTCTTCCA GGCTCACCAG GAGGACACAG AGCGCTATGT GCTCACCAAC CTCAACATCG 
CGACCACCGG CACCCGGGGC TACAGAAG GT CCGAGTGGTC CTCCTGTGTC TCGCGATACA CGAGTGGTTG GAGTTGTAGC 



Fr 6 . 3C 



+ 1 


GAE L LRD PSL 


G A Q F 


RVH LVKM VIL 7 Z 7 
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Metalloproteinase :.;.T.cir. 




GGGCAGAACT GCTTCGGGAC CCGTCCCTGG 


GGGCTCAGTT 






CCGGTCTTGA CGAAGCCCTG GGCAGGGACC 


CCCGAGTCAA 


AGCCCACGTG GACCACTTCT ACCAGTAAGA CTGTCTC CGA 


+ 1 


E G A P NIT A N L 


T S S 


L LSV CGW SQTI n p z 








Metalloproteinase Ccmair. 


505 


GAGGGTGCTC CAAATATCAC AGCCAACCTC 


ACCTCGTCCC 


TGCTGAGCGT CTGTGGGTGG AGCCAGACCA TCAACCCTGA. 




CTCCCACGAG GTTTATAGTG TCGGTTGGAG 


TGGAGCAGGG 


ACGACTCGCA GACACCCACC TCGGTCTGGT AGTTGGGAC" 


+ 1 


DDT DPGH ADL 


V L Y 


ITRF DLE LPD GN = 








Metalloproteinase Domain 




<;«.«,,. « = see: 






585 


GGACGACACG GATCCTGGCC ATGCTGACCT 


GGTCCTCTAT 


ATCACTAGGT TTGACCTGGA GTTGCCTGAT GGTAACCGGC 




CCTGCTGTGC CTAGGACCGG TACGACTGGA 


CCAGGAGATA 


TAGTGATCCA AACTGGACCT CAACGGACTA CCATTGGCCC- 


+ 1 


OVRG VTO L G G i 


Pi C S P 


TWS CLIT EDT G F Z 




Metalloproteinase Domain 






665 


AGGTGCGGGG CGTCACCCAG CTGGGCGGTG 


CCTGCTCCCC 


AACCTGGAGC TGCCTCATTA CCGAGGACAC TGGCTTCGAC 




TCCACGCCCC GCAGTGGGTC GACCCGCCAC 


GGACGAGGGG 


TTGGACCTCG ACGGAGTAAT GGCTCCTGTG ACCGAAGCTG 


+ 1 


LtSVT IAH EIG 


HSFG LEH DGA PGSG CGF 








Zinc-binding . Motif 




Metalloproteinase Domain 






745 


CTGGGAGTCA CCATTGCCCA TGAGATTGGG 


CACAGCTTCG 


GCCTGGAGCA CGACGGCGCG CCCGGCAGCG GCTGCGGCCC 




GACCCTCAGT GGTAACGGGT ACTCTAACCC 


GTGTCGAAGC 


CGGACCTCGT GCTGCCGCGC GGGCCGTCGC CGACGCCGGG 


+ 1 


SGH VMAS DGA 


APR 


AGLA WSP CSR RQL 




Zinc-binding Motif 








Metalloproteinase Domain 






825 


CAGCGGACAC GTGATGGCTT CGGACGGCGC 


CGCGCCCCGC 


GCCGGCCTCG CCTGGTCCCC CTGCAGCCGC CGGCAGCTGC 




GTCGCCTGTG CACTACCGAA GCCTGCCGCG 


GCGCGGGGCG 


CGGCCGGAGC GGACCAGGGG GACGTCGGCG GCCGTCGACG 


+ 1 


L S L L SAG RARC VWD 


PPR P QPG SAG HPF 




Metalloproteinase Domain 






905 


TGAGCCTGCT CAGCGCAGGA CGGGCGCGCT 


GCGTGTGGGA 


CCCGCCGCGG CCTCAACCCG GGTCCGCGGG GCACCCGCCG 




ACTCGGACGA GTCGCGTCCT GCCCGCGCGA 


CGCACACCCT 


GGGCGGCGCC GGAGTTGGGC CCAGGCGCCC CGTGGGCGGC 


+ 1 


DAQP GLY Y S A 


N E Q C 


R V A FGP K A V ACT F 








Disintegrin Domain 


985 


GATGCGCAGC CTGGCCTCTA CTACAGCGCC 


AACGAGCAGT 


GCCGCGTGGC CTTCGGCCCC AAGGCTGTCG CCTGCACCTT 




CTACGCGTCG GACCGGAGAT GATGTCGCGG 


TTGCTCGTCA 


CGGCGCACCG GAAGCCGGGG TTCCGACAGC GGACGTGGAA 



Fl6. 3d 



ARE HLDM CQA LSC HTDP LOQ 

Disintegrin Domain 



1065 CGCCAGGGAG CACC7GGATA TGTGCCAGGC CCTCTCCTCC CACACAGACC CGCTGGACCA AAGCAGC^C I,"-'"" 

GCGGTCCCTC GTGGACCTAT ACACGGTCCG GGAGACGACG GTCTGT C TGG GCGACrT^T TTCGTCGACG T^r.r. ~7, 1 

+ 1 L V p L LOG T E C G V E K « C S K G R C R S L V , - 

Disintegrin Domain 



1U5 TCGTTCCTCT CCTGGATGGG ACAGAATGTG GCGTGGAGAA GTGGTGCTCC AAGGGTCGCT GCCGCTCCCT GGTCG^G"" 
' AGCAAGGAGA gGACCTACCC TGTCTTACAC CGCAC CTCTT CACCACGAGG TTrrr ftGCGA CGGCGAGGGA rr.rr^ 



►1 T P I A A V H GRW SSWG PRS 



p CS R S C G 3 G 
Heparin-binding Mcti: 

Thrombo spend in Sufcmc-if 



1225 ACCCCCATAG CAGCAGTGCA TGGGCGCTGG TC7AGCTGGG GTCCCCGAAG TCCTTGCTCC CGCTCCTGCG GAGGAGG"""-" 
TGGGGGTATC GTCGTCACGT ACCCGCGACC AGATCGACCC CAG G GGCTTC AGGAAPGAGG GCGAGGACGC CTCCTCCAci 

+ 1 VT R RRQC NNP RPA FGGR ACV GAD LQA 

Thrombospondin Submotif 

1305 GGTCACCAGG AGGCGGCAGT GCAACAACCC CAGACCTGCC TTTGGGGGGC GTGCATGTGT ^GGTGCTGAc"cTCcIcGCCG 
CCAGTGGTCC TCCGCCGTCA CGTTGTTGGG GTCTGGACGG A AACCCCCCG CACGTACACA ACCACGACTG GAGGTCCGGC 

♦1E MCM TQ A CEKT QLE F M S QQCA RTD GO? 

Thrombospondin Submotif 

1385 AGATGTGCAA CACTCAGGCC TGCGAGAAGA CCCAGCTGGA GTTCATGTCG CAACAGTGCG CCAGGACCGA CGGCC^GCu 
TCTACACGTT GTGAGT CCGG ACGCTCTT CT GGGTCGACCT CAAGTACAGC GTTGTCACGC GGTCCTGGCT GCCGGTCGGC 

+ 1L RSS P^GG ASF YHWG AAV PHS QGDA L C R 
14 65 CTGCGCTCCT CCCCTGGCGG CGCCTCCTTC TACCACTGGG GTGCTGCTGT ACCACACAGC CAAGGGGATG CTCTGTGCAG 
GAC-GAGGA GGGGACCGCC GCGGAGGAAG ATG G TGACCC CACGACGACA TGGTGTGTCG GTTCCCCTAC GAGACACGTC 

+ 1 H "C R A I G ESF IMK R G D S FLD GTR C M ^ 
154 5 ACACATGTGC CGGGCCATTG GCGAGAGCTT CATCATGAAG CGTGGAGACA GCTTCCTCGA TGGGACCCGG TGTATGCCAA 
TGTGTACACG GCCCGGTAAC CGCTCTCGAA GTAGTACT TC GCACCTCTGT CGAAGGAGCT ACCCTGGGCC ACATACGGT" 

+ 1SGPR EDG T LSL CVS GSC RTFG CDG RMD 
1625 GTGGCCCCCG GGAGGACGGG ACCCTGAGCC TGTGTGTGTC GGGCAGCTGC AGGACATTTG GCTGTGATGG TAGGATGGAC 
CACCGGGGGC CCTCCTGCCC TGGGACTCGG ACACA CACAG CCCGTCGACG TCCTGTAAAC CGACACTACC ATCCTACCTG 

+ 1SQQV WDR CQV CGGD NST CSP RKGS FT A 
17 05 TCCCAGCAGG TATGGGACAG GTGCCAGGTG TGTGGTGGGG ACAACAGCAC GTGCAGCCCA CGGAAGGGCT CTTTCACAGC 
AGGGTCGTCC ATACCCTGTC CACG GTCCAC ACACCACCCC TGTTGTCGTG CACGTCGGGT GCCTTCCCGA GAAAGTGTCG 

+ 1 GRA REYV TFL TVT PNLT S V Y TAN HRP 
1785 TGGCAGAGCG AGAGAATATG TCACGTTTCT GACAGTTACC CCCAACCTGA CCAGTGTCTA CATTGCCAAC CACAGGCCTC 
ACCGTCTCGC TCTCTTATAC AGTGCAAAGA CTGTCAATGG GGGTTGGACT GGTCACAGAT GTAACGGTTG GTGTCCGGAG 



▼ I L F T H LAV R I G G R Y V V A G k' M S I S P - - - ■ 
1S65 TC77CACACA CTTGGCGGTG AGGATCGGAG GGCGCTATGT CGTGGCTGGG AAGATGAGCA TC~CCC-TAa' 

AGAAGTGTCT GAACCGCCAC TCCTAGCCTC CCGCCATACA C C ACCGACCC TTCTACTCGT AGAGGGGATT GTSGTGSAT 

Tl P S L L E D G- R'v E Y R V A L T E D R L P R L E * - 
1945 CCCTCCCTCC TGGAGGATGG TCGTGTCGAG TACAGAGTGG CCCTCACCGA GGACCGGCTG CCCCGCCTGG AGGAGA-C 
■ -GGAGGGAGG ACCTCCTACC AGCACAGCTC ATGT CTCACC GGGAGTGGCT CCTGGCCGAC GGGGCGGACC TCCT—~ 



2025 



IWG P L Q E DAD IQV Y R R y GEE YGN L T = 
CATCTGGGGA CCCCTCCAGG AAGATGCTGA CATCCAGGTT TACAGGCGGT ATGGCGAGGA GTATGGCAAC CTCA— r- 
GTAGACCCCT GGGGAGGTCC TTCTACGACT GTA C GTCCAA ATGTCCGCCA TACCGCTCCT CATACCGTTG GAGTGGSC5S 

+ 1PDIT F T Y FQ PK PRQ AWV W A A V RGF C c 
2105 CAGACATCAC CTTCACCTAC TTCCAGCCTA AGCCACGGCA GGCCTGGGTG TGGGCCGCTG TGCGTGGGCC CTCO-CGG"- 
GTCTGTAGTG GAAGTGGATG AAGGTCGGAT TCGGTGC CGT CCGGACCCAC ACCCGGCGAC ACGCACCCGG GACGAGC ~AI 

-1 S C G A GLR W VN YSCL DQA RK E LVET V - 
216 5 AGCTGTGGGG CAGGGCTGCG CTGGGTAAAC TACAGCTGCC TGGACCAGGC CAGGAAGGAG TTGGTGGAGA CTGTCCAG7 3 
TCGACACCCC GTCCCGACGC GACCCATTTG ATGTCGACGG ACCTGGTCCG GTCCTTCCTC AACCACCTCT GAC AGG7" 

+ 1 QGS QQPP AWP EAC VLEP CPP YWA V G C 
2 2 65 CCAAGGGAGC CAGCAGCCAC CAGCGTGGCC AGAGGCCTGC GTGCTCGAAC CCTGCCCTCC CTACTGGGCG GTGGGAGACT 
GGTTCCCTCG GTCGTCGGTG GTCGCACCGG T CTCCGGACG CACGAGCTTG GGACGGGAGG GATGACCCGC CACCCTCTGA 

+ 1 FG-PC SAS CGGG LR E RPV RCVE AQG SLL 
2 34 5 TCGGCCCATG CAGCGCCTCC TGTGGGGGTG GCCTGCGGGA GCGGCCAGTG CGCTGCGTGG AGGCCCAGGG CAGCCTCCTG 
AGCCGGGTAC GTCGCGGAGG ACACCCCCA C CGGACGCCCT CGCCGGTCAC GCGACGCACC TCCGGGTCCC GTCGGAGGAC 

+ 1KTLP PAR CRA G A Q Q PAV ALE TCNP QFC 
2 425 AAGACATTGC CCCCAGCCCG GTGCAGAGCA GGGGCCCAGC AGCCAGCTGT GGCGCTGGAA ACCTGCAACC CCCAGCCCTG 
TTCTGTAACG GGGGTCGGGC CACGTCTCGT CCCCGGGTCG TCGGTCGACA CCGCGACCTT TGGACGTTGG GGGTCGGGAC 

+ 1 PAR WEVS EPS SCT S A G G AGL ALE NET 
250S CCCTGCCAGG TGGGAGGTGT CAGAGCCCAG CTCATGCACA TCAGCTGGTG GAGCAGGCCT GGCCTTGGAG AACGAGACCT 
GGGACGGTCC ACCCTCC ACA GTCTCGGGTC GAGTACGTGT AGTCGACCAC CTCGTCCGGA CCGGAACCTC TTGCTCTGGA 

+ 1 C V P G A D G LEAP VT .E GPG SVDE KLP APE 
2 58 5 GTGTGCCAGG GGCAGATGGC CTGGAGGCTC CAGTGACTGA GGGGCCTGGC TCCGTAGATG AGAAGCTGCC TGCCCCTGAG 
CACACGGTCC CCGTCTACCG GACCTCCGAG GTCACTGACT CCCCGGACCG AGGCATCTAC TCTTCGACGG ACGGGGACTC 

+ 1PCVG MSC PPG WGHL DAT SAG EKAP SPW 
2665 CCCTGTGTCG GGATGTCATG TCCTCCAGGC TGGGGCCATC TGGATGCCAC CTCTGCAGGG GAGAAGGCTC CCTCCCCATG 
GGGACACAGC CCTACAGTAC AGGAGGTCCG ACCCCGGTAG ACCTACGGTG GAGACGTCCC CTCTTCCGAG GGAGGGGTAC 

+ 1 G. SI RTGA Q A A HVW TPAA GSC SVS CGR. 
27 4 5 GGGCAGCATC AGGACGGGGG CTCAAGCTGC ACACGTGTGG ACCCCTGCGG CAGGGTCGTG CTCCGTCTCC TGCGGGCGAG 
CCCGTCGTAG TCCTGCCCCC GAGTTCGACG TGTGCACACC TGGGGACGCC GTCCCAGCAC GAGGCAGAGG ACGCCCGCTC 



+ 1GLME LRF LCMD SAL RVP VQEE LCG LAS 
262 5 GTCTGATGGA GCTGCGTTTC CTGTGCATGG ACTCTGCCCT CAGGGTGCCT GTCCAGGAAG AGCTGTGTGG CCTGGCAAGC 
CAGACTACCT CGACGCAAAG GACACGTACC TGAGACGGGA GTCCCACGGA CAGGTCCTTC TCGACACACC GGACCGTTCG 



* t C S R R E v C O A v P r FAR w 



JSCS AAGCCTGGGA GCCGGCGGGA GGTCTGCCAG GCTGTCCCGT GCCCTGCTCG GTGgJg^C WiC~G-->- -- : - • • 
77CGGACCCT CGGCCGCCCT CCAGACflfl TC CCACAGGCT. JGGGACGAfir "ACCG7C A7G "CGA'CGCC 

S C G « . G V V R R X L y c A RAH ''g ED 0 G r - - 
298 < GAGCTGTGGG AGAGGGGTCG TGCGGAGGAT CCTGTATTGT GCCCGGGCCC ATGGGGAGGA CGATGG-GAG ~l~ 

CTCGACACCC TCTCCCCAGC ACGPCTCCTA GGACATA.r. CGGGCCCGGG ^CCCTCCT SIcCACTr r^:^ 

^ 1 L D T Q CQG L P R p . E P Q E A C S L E F - ? » o - 
3065 TGCACACCCA GTGCCAGGGG CTGCCTCGCC CGGAACCCCA GGAGGCCTGC AGCCTGGAGC CCTCCC~" ~AG'~'"'~" - 
ACCTGTGGGT CACGGTCCCC GACGGAGCGG GCCTTGGGGT CCTCCGGArG TCGGACCTCC ^^CGGC-^G U^.-- 



♦1 V M S L G P C S A S C G L G TAR R S V A C V O • - 
3KS GTCATGTCCC TTGGCCCATG TTCGGCCAGC TGTGGCCTTG GCACTGCTAG ACGCTCGGTG GCCTGTGTGC AGr^c^A ~~ * 
CAGTACAGGG AACCGGGTAC AAGCCGGTCG ACACCGGAAC rGT GACGATC TGrr..nr CAC CGGACAC^G -.^-.'I- 



* : CQD VEVD EAA CAA LVRP E AS " = C •-• 
3225 AGGCCAGGAC GTGGAGGTGG ACGAGGCGGC CTGTGCGGCG CTGGTGCGGC CCGAGGCCAG TGTCCCCTGT c—"- -~ 
TCCGGTCCTG CACCTCCACC TGCTC CGCCG GACACGCCGC GACCACGCCG GGCTrcr.r.TC ACAGGGGACA a l£llr~~. 

+ 1 D C T Y R W H V G T W M E C S V S C G D G I Q R R R c 

Thrombospondin Submoci : 

a = = *»omo = w»»e» = » = = 0 = SB = s> = = tt _ = = = = = 

3 305 ACTGCACCTA CCGCTGGCAT GTTGGCACCT GGATGGAGTG CTCTGTTTCC TGTGGGGA^G^GCATCCA^CG^CCG^CGTGA" 
TGACGTGGAT GGCGACCGTA CAACCGTGGA CCTACCTCAC G A GACAAAGG ACACCCCTAC CfiTA^TCGC GGCCGCA^ra 

+ 1TCLG P QA Q A P VPAD FCQ HLP KPVT V S :- 
Thrombospondin Submocif 

3385 ACCTGCCTCG GACCCCAGGC CCAGGCGCCT GTGCCAGCTG ATTTCTGCCA «ACTTG^re"A^CG^«""G"GCG-". 

TGGACGGAGC CTGGGGTCCG GGTCCGCGGA CACGGTCGAC TAA A GACGGT CGTGAACGGG TTCGGCCACT GACACGCACr 

•1 " C W A G P C V GOG TPS L V P H E E A A A P CRT 
Thrombospondin Submocif 



346: 



CTGCTGGGCT GGGCCCTGTG TGGGACAGGG TACGCCCAGC CTGGTGCCCC ACGAAGAAGC CGCTGCTCCA GGACGGAC-: 
GACGACCCGA CCCGGGACAC ACCCTGTCCC ATGCGGGTCG G A CCACGGGG TGCTTCTTCG GCGACGAGGT CCTGCC7GG 

+ 1 T A T P A G A C G R 0 H L £ P T G T I D M R G P G O A 
354 5 CAGCCACCCC TGCTGGTGCC TGTGGCAGGC AGCACCTTGA CCCAACAGGA ACCATTGACA TGCGAGGCCC AGGGCAGGd 
GTCGGTGGGG ACGACCACGG ACACCGTCCG TCGTGGAAC T CGGTTGTCCT TGGTAACTGT ACGCTCCGGG TCCCCTrrr.- 

* 1DCAV * I C R PL GE .VV TLR V L E SSLN C S A 
GACTGTGCAG TGGCCATTGG GCGGCCCCTC GGGGAGGTGG TGACCCTCCG CGTCCTTGAG AGTTCTCTCA ACTGCAG7G~ 
CTGACACGTC ACCGGTAACC CGCCGGGGAG CCCCTCCACC A C TGGGAGGC GCAGGAACTC TCAAGAGAGT TGACGTCAC'- 



3625 



G D M LLLW GRL TWR KMCR KLL DMT F S c 
3705 GGGGGACATG TTGCTGCTTT GGGGCCGGCT CACCTGGAGG AAGATGTGCA GGAAGCTGTT GGACATGACT TTCAGCTCCA 
CCCCCTGTAC A ACGACGAAA CCCCGGCCGA GTGGACCTCC TTCTACACGT CCTTCGACAA CCTGTACTGA AAGTCGAGGT 

+ 1 K " T N T LVV RQRC GRP GGG V L L R YGS QLA 
3785 AGACCAACAC GCTGGTGGTG AGGCAGCGCT GCGGGCGGCC AGGAGGTGGG GTGCTGCTGC GGTATGGGAG CCAGCTTGC7 
TCTGGTTGTG CGACCACCAC TCCGTCGCGA CGCCCGCCGG TCCTCCACCC CACGACGACG CCATACCCTC GGTCG&ACGA 



+ lp ETF Y R E CD M QLFG P, W G E I V SPSL <= ? - 
3865 CCTGAAACCT TCTACAGAGA ATGTGACATG CAGCTCTTTG GGCCCTGGGG TGAAATCGTG AGCCCCTCCC "tgag—' =■ " " 
GGACTTTGGA AGATGTCTCT TACACTGTAC GT CGAGAAAC CCGGGACCCC ACTTTAGCAC TCGGGGAGCG ACTCAGG7 t ' 

+ 1 TS N AGGC RLF I N V APHA R I A IHA LA' 
354 5 CACGAGTAAT GCAGGGGGCT GCCGGCTCTT CATTAATGTG GCTCCGCACG CACGGATTGC CATCCATGCC C~ jGCCA'"'" " 
GTGCTCATTA CGTCCCCCGA CGGCCGAGAA GTAATTACAC CGAGGCGTGC GTGCCTAACG GTAGGTACGG CACCCCTfin- 

+ 1NMGA GTE GANA S Y I LIR D T H S LRT T A - 
4025 ACATGGGCGC TGGGACCGAG GGAGCCAATG CCAGCTACAT CTTGATCCGG GACACCCACA GCTTGAGGAC CACAGC~" 
TGTACCCGCG ACCCTGGCTC CCTCGGTTAC GGTCGATGTA GAACTAGGCC CTGTGGGTGT CGAACTCCTG GTGTCGCAAr. 



+ 1HG Q Q V L Y WES ESSQ A E M E F S EGFL K * ' 

4105 CATGGGCAGC AGGTGCTCTA CTGGGAGTCA GAGAGCAGCC AGGCTGAGAT GGAGTTCAGC GAGGGCTTCC TGAAGGr-ri 

GTACCCGTCG TCCACGAGAT GAC CCTCAGT CTCTCGTCGG TCCGACTCTA CCTCAAGTCG CTCCCGAAGG ACTTCCGAGT 

+ 1 ASL RGQY WTL QSW VPEM QDP Q3W KGr 

4185 GGCCAGCCTG CGGGGCCAGT ACTGGACCCT CCAATCATGG GTACCGGAGA TGCAGGACCC TCAGTCCTGG AAGGGAAA-3 " 

CCGGTCGGAC GCCCCGGTCA TGACCTGGGA GGTTAGTACC CATGGCCTCT ACGTCCTGGG AGTCAGGACC TTCCC7TTC I 



+ 1 E G T 
42 65 AAGGAACC 
TTCCTTGG 
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